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However, combination regimens are associated with increases in postoperative acute kidney injury (AKI) following nongynecologic surgical procedures. 2 A recent meta-analysis noted the lack of highquality data on the adverse effects of prophylaxis regimens in gynecologic procedures. 3 Thus, we sought to compare postoperative outcomes between hysterectomy patients who received single vs combination antimicrobial prophylaxis.
STUDY DESIGN:
A multicenter, national cohort of female veterans undergoing hysterectomy in Department of Veterans Affairs (VA) hospitals from Oct. 1, 2008, through Sept. 30, 2013, who received vancomycin or beta-lactam containing preoperative antimicrobial regimens and had manual review of SSI as part of the VA Surgical Quality Improvement Program was previously created. 2 The current study expanded this cohort to include women receiving any type of antimicrobial prophylaxis regimen and was additionally restricted to include only patients with preoperative and postoperative creatinine measurements to ascertain AKI; AKI was not available for the hysterectomy subgroup in the previous study.
2 AKI was defined using the Acute Kidney Injury Network definitions, which are calculated using baseline renal function. 4 Postoperative Clostridium difficile infections were tracked. Logistic regression was used to estimate the odds of SSI and AKI in patients receiving any single agent vs any combination antimicrobial prophylaxis regimen. Given the known nephrotoxicity of some antimicrobial regimens, sensitivity analyses were conducted excluding patients who received aminoglycoside and vancomycin containing combination regimens to determine if findings were primarily driven by either of these agents.
RESULTS:
In all, 766 hysterectomies receiving single (679) vs combination (87) SSI occurred in 32 (4.2%) hysterectomies and AKI occurred following 21 (2.7%) hysterectomies. In a multivariable model adjusted for smoking and ASA score >2, receipt of combination prophylaxis was not associated with reduced SSI (P ¼ .975), but was associated with a 3-fold increase in risk of AKI (P ¼ .023) (Table) . The increased risk of AKI was similar with or without inclusion of aminoglycoside-containing regimens. The risk of AKI was higher with combination regimens containing vancomycin compared to combinations without vancomycin. The number needed to harm was 21. Rates of C difficile infection were similar in both groups.
CONCLUSION:
We found a 3-fold increase in AKI without a decrease in SSI following administration of combination prophylaxis for hysterectomies. The increased risk was not driven by aminoglycosides, but did appear to be higher in patients who received vancomycin-containing regimens. Incidence of SSI in this population of female veterans was slightly higher than rates reported in other populations. 5 Our findings are Given the strong association between AKI and postoperative mortality, 6 the adverse consequences of expanded antimicrobial therapy should be seriously considered. Although combination regimens appear to be beneficial in the healthy peripartum population undergoing cesarean deliveries with inherently high rates of SSI, 1 the risks of adverse events such as AKI coupled with a lower expected rate of SSI after hysterectomy may tip the scale against expanded antibiotic regimens in this population, particularly combinations including vancomycin. These data underscore the importance of carefully considering adverse drug events and unintended consequences in future studies of combination prophylaxis and other interventions designed to reduce preventable patient harm.
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